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mm^i mmm 

(I) 

Ut2] 
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t/r >^i&mr)v:n^i/m. i&mrtyjvm. -hum. «tji$tiTv> 
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^^)Vy 

(2) i-/^>^';b-4-[(5.6-s;;* h^^-2--:fD^-i— r ^tJTy >)-2->r;i/] ^^;i/tr 

(3) i-^>i;;i/-4-[(5,6-s;^'^ K-1— r >)-2->r;i/] 

(4) i-/<>i;;i/-4-[(5,6-i;?^ h^t/-2-t Kn^r^>-W>^>^:/)-2— r;H^^ 
;L'tf /^U 

(5) i-^>t/Vi/-4-[(5,6-s:;^ h:3pt/-2-^^;i/-i->r >)-2->r;b] 

(6) i-/<>t^vi/-4-[(5,6-e^':* h s/-2-x5^;b-i->r > >)-2->r 

(7) i-^>s/Vi/-4-[(5,6--:;^ V \^-\-^ y ^ J y)-2-'< M }\^\^ 
K^) vy 

(8) l-/<>i;;i/-4-[(5,6-i?:>l iNdr S/-2-T$ r >)-2— r;!/] ;*5^;i/tf 

Vy 

(9) i-/0>:/;b-4-[(5,6-i;^ h^i/-2-^^;i/r ^ /-i— r ^^^^ >)-2-y;i/] ^ 
5^;i/tr'^u vy 

(10) i-/^:yt;>';i'-4-[(5,6-i;^ Ndpi/-2-i;^5^;i/r ^ y-i-f »-2— r;^ 
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(11) i-Kyp;v-A-[{5,6-V^ h^iy-2-r±^ ^ y ^ J y)-2-4M :^ 

py 

(12) i-^yVJV-4-[i5,6-i^:^ h^i/-2-;i ^>;^>;I//i^>r ^ K-W>^>^»- 
2->f;i/] ^5^;i/tf/<u 

(13) 3-(i-^>S/';i/ii°^y e;^">-4— r;i/)-2-^nn-i-(2,3,4,5-5^ h5t: Kn-iH 
-i-/<>XT-^i^>-8— f ;i/)-i->''n>'^y > 

(14) 3-a-^yVJ\/\^^V i?>-4->r;i/)-2,2-i;>^^'nD-l-(2,3,4,5-7^ h^t K 

n-iH-i-'^>>CTif tr>-8->r;i/)-i-:;^n/'NV y 

(15) 5,7-$;ii Fn-3-{l-^' D 0-2-[l-(7:cii;i/^^;i/)-4-lf/^U i;-;i/]:n^ 
;i/}-6H-lf n n [4,5-f]-l,2-^>X'f V:t^-b-y-;b-6-:r> 

(16) 5,7-i;t Kn-3- {1,1-2^^^ D D-2-[i-(7ji~;i/^5^;i/)-4-tf/>^y 

-6H-tf n n [4,5-f]-i,2-^>x>r y>f^-9- v'"-;i/-6-;r> 

(17) l-(2-;<^;i/-6-/<>V^5^TV^U;L')-3-[l-(7x:^;i/^5^;i/)-4-lf^U i^'- 

-2-^7 D u-i-^uAy y 

(18) i-(2-;*^;i/-6-/<>!/^Tv^y ;b)-3-(i-(:7x— ;i/^^;i/)-4-fcr/^U i^'- 

[|f*^3] i»^]^i ^fett2fH«©4-®^ti°^'; i;>m^#c(i)*fcii-?- 

o 

[ft^^4] ^^^gl *fe{*2|B«g(Z)4-St^l:f/>^y S;^'>^#^^|£(I)*fctt•?• 
[0 0 0 1] 
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D, Attention Deficit Hyperactivity Disease) ©^fii^ • '^'M ' ^WMt.LX. 
[0 0 0 2] 

zLn<a<Dmm<D^'mm<Dmmtm^<D:&mi}^^m^-^tix\f^^f)K Mtitj^ij\^ 

mWMULXlt. mm}^^^t^J\^ CDonepezil Hydrochloride, 

h=3ri/-l->r >^fV >)-2— r;H^^;i/t:°^U i/'i/ • i^^Ji] , UA^t^ 
-f [Rivastigmine, N-X^;i/-N-;A >^3- [l-(t>'^ 5^;i/T ^ 

7 )X^;i/] :7acx;i/] , ;jlhU7*^-h [Metrifonate, (2,2,2- hU ^ D n-1 
-H \^U^i/:r.^j\/)V yWti^^^^jV} , i^^^J^tJ'U^ [Tacrine Hydrochloride, 
1,2,3,4-7^ h^t U i/'-^^ >] , :ft^b7K^m:**^>^ ^ > [Galant 

hamine Hydrobromide] , -< 'if ^ y CNeostigmine] ^ "y^i^jT^^^^y 

[Physostigmine] f^Hf^ta^o 
[0 0 0 3] 

L J: e) ^ -r ^ r^a^^j 

o 

[0 0 0 4] 



aiiiE# 2000-3073638 



1 1 — 2 4 7 1 1 5 



[0 0 0 5] 

10 0 0 6] 

^mmw(D^m • f^m • ^mmt lx. ^m^Amm^&ti vx^^izM^i^miz 
itr jvv ^-mm^m^cD'fm • ?^5K • ^mmt Lxmrn^jimmit-^m. t. 

[0 0 0 7] 
[0 0 0 8] 

[-ft: 5] 



(!) 

[0 0 0 9] 

[0010] 
[^t6] 
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[0 0 1 1 ] 
[0 0 12] 



[0 0 13] 
[0 0 14] 
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Uts] 



[0 0 15] 

o 

q^O^jtlil—SO^lKSr^i^f -So ) 
[0 0 16] 

-hlB^aic^VAT, An>?f>M-7-i:{i. ^#:6^{ciiMxli-7 ^M^, i^^M 
[0 0 17] 

n-^ni:f;i/S> i->^Dif;i/«. n-:/^;i/S. 
t-y^;i/^, n-A:>5^;i/^, ^^ri^;i/S. i-^ 

^ ;v a P if ^ 3 -e ^ § o 

[0 0 18] 




1 0 
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[0 0 19] 
[0 0 2 0] 

2-(jL^Vyi^:t^iy)Ji^JVm[m^ : il.3-V:t^\f '^y-2-^ J]y) :^^JVm] , 2 

,2-{zru\^\/yiP^^y):iL^)\/mm^ : (i,3-$;>';r^-y->-2— r;i/)^^;i/«], 

2,2-(y^l^>i;;r=^^')x^;v^[Mi& : (l,3-s:;;r^-fe/^°>-2— f ;b) ^ 
^^m\f^^t.iS^'^^^o ^t\>^<D^li^2,2-{:sL^VyV:t^iy):r.^)\^mt)^^ 

[0 0 2 1] 

, n-:/hdp$/«, t-^h^^t/^, ^y^;v>t^i/m. ^^iyJV:t 

[0 0 2 2] 
[0 0 2 3] 



1 1 
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[0 0 2 4] 
[0 0 2 5] 

[0 0 2 6] 

2 , 3- t K n ^ ^> y n hf ;v « ^ S: # If s zi i: T' ^ -5 o 

[0 0 2 7] 

tf 5: # If -5 r ^ T' ^ 5 o 
[0 0 2 8] 

[0 0 2 9] 



1 2 



ffiliE# 2000-3073638 
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-9- y >r # If ■& z: t # -5 „ 

[0 0 3 0] 

^;i/T ^ y » [-N(CH3)2] , n u tr^ ^/ u if ^ u tf 

, h;i/X>:;^;i/;}Nr.;i/T^ FS[CH3(CgH4)C0NH-], N-^^;i/T-fe^ ^ ^^[CHgCO 
N (CHg) -] ^ I: # if €> 3 i: *^T' ^ S o 
[0 0 3 1 ] 

^ Jimi-COmCE^). N,N-i/;<^;i/^;i/A^>r;i/^[-C0N(CH3)2]. N-x^;b^;i//'? 
^>r;b^(-C0NHC2H5). N,N-i;?X^;l/;{J;l/7^'^>r;l/S [-C0N(C2H5)2]> N-;i^;b-N 
-x5^;i/;J7;b>'N'^>r;i/« [-C0N(CH3)C2H5] . tf □ U s;x;i.:«j;i/3j<x;i/^, tf ^ -/V 

if S^^;?)'^t?^-g)o 
[0 0 3 2] 

[0 0 3 3] 

hurv^-;i/^, \f.^)Vy'm. \f.'yVyM. \^^)^Vyn.. ^^h^iiK 



1 3 
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uy^>m. T^h^n Kni^^^ll, i^':t^'^ym. V^^V'yy'm. 

ym> }:fK^Pym. '^Ji'^Vym. 5^;r^;i/AtNU rjv^iyyiy:t^ 

i/M^m^ b fcM^ii^m i: L TMx. li^ ^ U > i^:t ^ym. 1/ > V:t^ym. 

[0 0 3 4] 

i&mrjv^^y^jvi)i-)vmint. mmi&m.rj\y:=i^ymi)^:^jv:^=-j]y^tm 

[0 0 3 5] 

(1) i-^yi/;}/-4-[i5,6-i^:^ h^y-2-^ uu-i->( y ^ J y)-2->( jv] 
^Vi^y 

(2) i-^>^^vi/-4-[(5,6->::;^ h^y-2-^u^-i->( y^ j y)-2-4 jv] ^^Jii^ 
vy 

(3) i-/<>>y;b-4-[(5,6-i;?^ h:3ri^-2-a- K-W>^5^y >)-2-f ^^;i/tf 

(4) l-^>i/Vb-4-[(5,6->::;^ h^i/-2-t: Kn^i/-l— r >^V >)-2— r;b] 
)\/\£K^)Vy 

(5) i-^>i;;b-4-[(5,6-i;;>i h:¥t/-2-:;t^;b-i-^>^y >)-2->f ^^;i/tr 
t^y 

(6) i-^>i/;i/-4-[(5,6-i;^ hdri/-2-n:5^;i/-i— r >)-2— r;!/] 
Vy 

(7) i-/<>s;;i/-4- [(5,6-2;^ h^y-2-ri:^\^-i-4y^jy)-2-^M^^;v\£ 
^vpy 

(8) l-^>i>Vl/-4-[(5,6-i/^ N^^>-2-T^ y-1— r >)-2— f ^^;btr 

(9) l-/<>$;;i/-4-[(5,6-i;;i l>:¥e/-2-:jl^;i/T^ ^'-l-^f ^iSfy >)-2->r;i/] 



1 4 
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(11) l-/<>5;^Vl/-4-[(5,6-i;^ hdri/-2-Tir^ ^ F-W > >)-2--r ;!/] ^ 

(12) i-/<>e;?;w4-[(5,6-i;;i h^2/-2-:i^>x;i/3iN>T^ \^-i-^y^jy)- 

(13) 3-(i-/^>^';i/t:°'^U i;>-4->f ;b)-2-^ D n-l-(2,3,4,5-5^ h ^b: KD-IH 

-i-/^>XTif tf>-8->f ;i/)-i-:^nAV > 

(14) 2-{\-KyV)\/\^^'^) i;?>-4->r;i/)-2,2-i?^nn-i-(2,3,4,5-x h^n F 
□ -iH-1-^ > XT if >-8-^ ;i/)-i- /W y 

(15) 5,7-i?ii Fn-3-{i-^7nn-2-[i-(73i-;i/^5^;i/)-4-t:°^u 
;i/}-6H-tfnn [4,5-f]-i,2-/<>x-r y:r=¥-9-v^-;i/-6-:^> 

(16) 5,7-e;t: Fn-3-{i,i-i^'^'aD-2-[i-(:7ai-;i/^5^;i/)-4-tr/<u 
x^;i/}-6H-if □ n [4,5-f] -1,2-KyX^ y:4-^-9-y-;i/-6-;t> 

(17) i-(2-;>i5^;i/-6-/^>y^rv^u;^)-3-[i-(y ai-;i/^5^;i/)-4-t:°^y 
)\y]-2-^uu-i-zfn^-^j y 

(18) i-(2-^^;i/-6-/<>y5^ryu;i/)-3-[i-(7a:-;i/^5^;i/)-4-t-/^u s;?- 

M -2,2-V^ D n-i-:/D/\V > 
CO 0 3 6] 

[0 0 3 7] 

^fjt^^mmmm.. :^^y7.j]y:i^ymm.. ^y^y:^Ji-^ym&. h;i/x>::^;i/ 



ffi|E# 2000-3073638 



11—24 



7 11 



[0 0 3 8] 

(1) ^^m^^jtum^m\^\ ^^-^fig-r^o 

(2) ^ir^^^r^^^^fiJ-tSo 

[0 0 3 9] 

[0 04 0] 

HjifeMi i-^>-::;^';b-4-[(5,6—:;>'^ h:^$/-2-^ p n-i->r > j^>^ >)-2-^;i/] ^ 

[0 04 1] 



[0 04 2] 

#ifl^l-79.151-^^$g(Z)|IJgM4 {Ct^!oTlifel-^>y;i'-4-[(5,6-2;;t b 
i/-l->f >^5ry >)-2-<;i'] i^'^ 0.25g(0.66mmol) h ^ t: KD 

^XTHF) 10mUC^«?L/, -78"C IC?&S|I^, l.OM- U C7 A • If X ( h U ^ U 
;i/)T^ F/THF^M 0.99inl(0.99mmol)S:aAb?^i= 30:e-r^>^)^l:tT-78TC e>-10 
t:^"e#?abfc=^, #t>'-78°CJC?^jPb, N-^'nn=rA^^>r ^ K 0.13g(0.97inm 
ol)/THF(2inl)^?gi:/\dri^-^^;^3i^^*^>'l'T^ F(HMPA) O.Sml^M $:^iA L 

(50ml) in A, i^^x5^;i/(50iiii)T'»mL/:tc mmM^mam\:-rh')^i^ii^^ 



[-ft 9] 



o 




• HCI 



1 6 
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gft,^, ; 202-204X:. 

^H-NMR(400Mz,CDCl3) ; 8 (ppm) 1.66-2.28(7H,m), 2.60-2.74(2H,m), 3.37-3.53( 
4H,in)>3.92(3H,s),3.98(3H,s),4.13(2H,dd,J=13.2H2,J=25.2Hz),6.80(lH,s),7.1 
9(lH,s),7.42-7.47(3H,m).7.58-7.65(2H,m)a2.42(lH,bs). . 
ESI-MS; in/z=414(M+H+). 
[0 04 3] 

%m^\i \-^yV)\j-^-\{^S-Vi- hap>>-2-yp^-i-^ > jfy >)-2-^;i/] % 

[0 04 4] 



[0 0 4 5] 

25g(0.66mmol) $:THF lOmUC^fi^L. -78t: {C?0-*g^, l.OM-U ^"^^ A- bf;^ ( h U 
^5^;i/^>U;i/)T^ K/THF^?K 0.99ml (0.99mmol) $:?EEAb;^c 30i^^ra;^)^^-^ T-78 
X:3b^e>-10X:*T'#iaL:^^, :gt>*-78"ClC?^iPL. O.OSlmld.OOmmoD/TH 
F(2Bl)^?lK$:^Abfec -78'C;&^p3#>^r^C^M*•e#ML, — ^jftli^ 



[<bi 0] 



o 




• HCI 



1 7 
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. ^n^:t-( ;vVK<Dnmit^m<Dmmi^ o.o7igm%) ^mr=.o 

m,^. ; 164-165°C . 

^H-NMR(400Mz,CDCl3) ; 6 (ppm) 1.74(lH,dd, J=6.4Hz, J=14.8Hz), 1.89(lH,d,J=l 
3.2H2),2.04-2.28(4H,m),2.33(lH,d,J=14.8H2),2.65-2.80 (2H,m), 3.42-3.68(4H, 
in),3.92(3H,s),3.98(3H,s),4.13-4.26 (2H,m), 6.81 (lH,s), 7.22(lH,s), 7.45(3H,b 
s). 7.58-7.66(2H,m), 12.05(lH,bs) . 
ESI -MS; ib/2=458(M+H+). 
[0 0 4 6] 

mmms i-/<>$;;i/-4-[(5,6— h^->-2-ti KP^->-i->r> »-2->f 

[0 0 4 7] 



[0 0 4 8] 

i-^ypj\/-A-[i5,6-i^:f. h=¥i^-i— r >)-2— r;i/] ^5^;i/hf^U o. 

25g(0.66mmol)^THF lOmUC^^^L, -78°C tC?^£P^, 1 .OM-'J 5=- -^7 A • tfj^ ( h U 
^5^;i'i/U;i/) T^ K/THF^^S 0.99ml (0.99inmol)$:^AL;to 30:^5' ra}^)^^^T -78 

*c*^e>-lox:*T*#MLfe^, #tJf-78t:ic?&*PL> (io-;«7>:7r->?.;i/>^-;i/) 

;^-^-9-^:;U 0.22g(0.96minol)/THF(2ml)^?^$:aAL/:/^„ -78'Ci!)^^^^lZ 



[fb 1 1 ] 



o 




• HCI 
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^H-NMR(400Mz,CDCl3) ; 6 (ppm) 1.56-2.20(7H,m), 2.58-2.74(2H,in), 3,06-3.50( 
5H,in),3.89(3H,s),3.97(3H,s),4.14(2H,bs),6.82(lH,s),7.11(lH,s),7.42(3H,bs 
0 ),7.60(2H,bs), 12.04(lH,bs). 
ESI-MS; m/z=396(M+H+). 
[0 0 4 9] 

mmm4: i-^> ^;i/-4- [(5,6-$;:>^ H ^ ->-2-;t 5^;i/-i-^ y^j y)-2-^ M 

[0 0 5 0] 
[-ftl 2] 



[0 0 5 1] 

i-/<>t^vi/-4-[(5,6-$;^ h^sx-w >)-2— f ^5=^;i/tr/^u o. 

25g(0.66mmol)$:THF lOmUC^jS? b, -78riC?^SP^> l.OM-U ^ ^7 A • If ( h U 

^^;i/i/U;V)r ^ K/THF^?^ 0.99nil(0.99mmol)^iiALfeo 30:$>r^*^t-tT-78 

:a5?)i.b^o:c_^jr-#_M-Ufej^,_arj^78'c jc;^.£p_u_ a - F ^ ^ o . 062mi (o . 99m 




' HCI 



1 9 
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;i^(Dmmit^m<Dmmi^ o.i6g(62%)?:#fcc 

m.^. ' 194-195°C. 

^H-NMR(400Mz,CDCl3) ; 8 (ppm) 1.19(3H,s), 1.50-1. 85(5H,m), 2. 00-2. 14(2H,in) 
,2.44-2.60(2H,m),2.83(lH,d,J=17.2Hz),2.99(lH,d,J=17.2H).3.35(2H,bt,J=14H 
).3.90(3H,s),3.97(3H,s),4.08(2H,bs),6.82(lH,s),7.13(lH,s),7.35-7.50(3H,m 
),7.58(2H,bs), 12.25(lH,bs). 
ESI-MS; m/z=394(M+H+). 
[0 0 5 2] 

mmm 5 i-KyV)v-A-[i5,6-i^^ ]^-i->(y^J »-2->f ^ 

[0 0 5 3] 



[0 0 5 4] 

mMM2X'mt:^i-^yyj\y-^-[i5,s-i^^ h^iy-z-^fwt-i-^y^^j y)-2-^ 

M^^;i\^^VPy 0.30g(0.65iimol)S:N,N-i;;l^;i/3j>;i/AT^ F(9ml)lC^«? 
mm(3«ii)trt:^^ti-hV 0.21g(3.23miBol)/;!K(6ml)^?K5:in;lfec 70 




2 0 
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^^©jSilfifc 0.18g(65%)S:^#feo 
filfe,^, : 153-154°C. 

VnMR(400M2,CDC13) ; 6 (ppm) 1. 64-1. 74(lH,s), 1.82-1. 94(2H,m), 1.97-2. 24( 
4H,m), 2.64-2.78(2H,m), 3.01 (lH,d, J=17.2Hz), 3. 13(lH,d, J=17.2H), 3.40-3.56(2 
H,m),3.91(3H,s),3.98(3H,s),4.20(2H,dd,J=13.2Hz,J=19.6Hz),6.82(lH,s),7.16 
(IH , s) , 7 . 40-7 . 47 (3H ,in) , 7. 58-7 . 67 (2H , m) . 
ESI-MS; in/z=421(M+H+). 
[0 0 5 5] 

mmz:^mm<t'^m(Dmmt LX(Dmmm^B-ttz.i^. &.ri^mmm^m^n 

[0 0 5 6] 

In vitroy-fef^;i/n U >xx5^^-1rlBW#ffl 
1) 

ane>©:&15fe^^{C^P!!i!lLTxj^7=-^-if?Stt=S:?KI^bfeo T.M^^V:^'- hlZ 

L, :^DSM^M%$:412nmlcfeJ-t-5PR^S^'fbi:bTM^L. r-fe^;bny> 
xX7^^-1f?S14$:^fefeo 

; Ellman.G.L. , Courtney, K.D. , Andres, V. and Featherstone,R.M. , (1961) ,Bioc 
hem. Pharmacol. ,7, 88~95. 
[0 0 5 7] 

2) ^mt^m 
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[0 0 5 8] 

3) mm 



1 2.0 

igserKS'** 6.7 
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mm] 

m^A^m^m. r ;b /^ >r v - m^^m^m(D^ m-mm'^mmx^^ mm^t 

ut 1 ] 




1 



2000-3073638 
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m m A 



S!J## C0000002173 
1 . ^M^M B 1990^ 8^290 

^ m ^Mm:icMByb^)\\ 4 T S 6 # 1 0 # 
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